SUMMARY Consideration is given to how and why categories of ill health are divided into diseases.
This essay is an attempt to address the question "Is Parkinson's disease one disease?" From a practical viewpoint, a more important issue might seem "Does Parkinson's disease have one cause?', but these two questions are so closely linked that an approach to the former has profound implications for the latter. Indeed, the two questions are almost alternative formulations of the same problem. The central role of aetiology in the nosology of illness is illustrated by Joseph disease, where three clinically distinct syndromes are all designated as subtypes because genetic evidence shows that they have a shared origin. The situation becomes more complex when we consider idiopathic syndromes. To approach this issue a reasonable first step is a general consideration of how and why morbid entities are grouped, or separated.
What factors underlie the classification of disease?
The problem ofclassification Medical education focuses substantial attention on teaching the skills of identifying diseases and treating them. Much information is also provided on path-ology, epidemiology, and the natural history of diseases. Sparse consideration, if any, is given to the classification of diseases. Yet the whole framework of knowledge of modem medicine is based upon the scientific and philosophical tenets that ill health derives from a series of definable disturbances in the structure or function of the body. It is inferred that the various disorders can be grouped together according to similarities in clinical picture, similarities in mechanisms of causation, or similarities in anatomical, physiological, biochemical or pathological manifestations. It is helpful to illustrate this aspect of the nosology of diseases. For similarities of clinical picture, there are "the dementias," for similarities of causation "the hereditary ataxias", for similarities of anatomical disturbance "the extrapyramidal diseases," for similarities of physiological dysfunction "the epilepsies", for similarities of biochemical abnormality "the lipid storage diseases" and for similarities in pathology "the demyelinating diseases". Many other types of association between diseases exist, as in the "vascular diseases" the "dysimmune diseases," or the "infectious diseases". A group of diseases can also be defined by criteria from several different sources, for example the "axonal neuropathies" have clinical, physiological and pathological features in common. In contrast, the term "Parkinsonism" is employed for a constellation Is "Parkinson's disease" one disease? of disorders for which the only common denominator is the clinical picture.
From this inconsistent background of nosology, the relationships that hold the various clusters of diseases together can become difficult to discern. Diseases have been grouped wherever there are any common features that facilitate discussing them for the purposes of teaching, diagnosis, treatment, or research. But the factors that provide cohesion for each of these disciplines are totally different, so it is not surprising that the classification is so heterogeneous. The justification for the current situation is that the present nosology does "work" in the pragmatic sense that the groupings serve each purpose that has led to their formulation.
It is easier to deal conceptually with disorders ifthey are "lumped" rather than "split". For treatment, it is useful to have groups of illnesses that respond to related drugs such as steroids, antibiotics, or vitamins. For research it seems helpful to gather disorders together into categories that are accessible to similar methods of analysis.
By grouping morbid entities together we are making assumptions that may be quite unjustified. We cannot argue that all subjects with excessive neurofibrillary tangles and plaques in the brain have the same disease any more than we can conclude that all patients with excessive white cells in the cerebrospinal fluid have the same disease. However, we should not ignore the plaques and tangles; we need to know what causes them. We cannot assume that there is only one cause, yet that is the way we are conditioned to think if we group together those patients with dementia and excessive plaques and tangles under the heading of "Alzheimer's disease". We could be looking at a nonspecific pathological marker analogous to inflammatory cells. Equally, ofcourse, we should not exclude the possibility that there is only one cause for the plaques and tangles; some markers, such as antibodies to motor end-plates, are highly specific.
The overlap between Parkinson's disease and Alzheimer's disease The discussion can now be focused more sharply on Parkinsonism. We know that in many patients with advanced idiopathic Parkinsonism there is dementia with increased numbers of plaques and tangles in the brain at necropsy. From In support ofone disease:
(1) There is a characteristic pattern of neuronal loss from the zona compacta of the substantia nigra.4 (2) The consequent depletion of striatal dopamine has a particular distribution such that putamenal involvement exceeds caudate loss. On the one hand, there is adequate evidence to justify formulating an hypothesis that idiopathic Parkinsonism has multiple causes just as meningitis has more than one aetiology. On the other hand, we cannot exclude a concept of idiopathic Parkinsonism being one clinical facet of a neurodegenerative disorder than can also be expressed as idiopathic dementia (Alzheimer's disease), in a way analogous to the varied manifestations ofneurosyphilis. These alternatives are not mutually exclusive. There may be several causes of idiopathic Parkinsonism, of which one (or more) is also responsible for idiopathic dementia. In my view, this last proposal seems to fit best the wide range of observations that have been claimed to shed light on the nature and cause of Parkinson's disease.
